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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 2 sheets. 

pr| It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

I I contained in the International application In written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



2. 
3. 



□ 
□ 
□ 
□ 

□ 



□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure In the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box II). 



With regard to the title, 

I I the text is approved as submitted by the applicant. 

pr| the text has been established by this Authority to read as follows: 

EGFR 37 KDA FRAGMENT AS CANCER MARKER 



5. With regard to the abstract, 

pr| the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as It appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. zziz 



I I as suggested by the applicant. * None of the figures. 

j I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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Minimum do cume matron eaarched (classHication sysism fotlowod by classification symbols) 
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Documentation searched other than minimum documentation to tne qxlqm (hat such documents are included in the fields searched 



Electronic aata base consulted during the international search (name of data bass and, where practical, search terms used) 



C. OOCUIUIENTS CONSIDERED TO BE RELEVANT 



Categoiy ** Citation of document, with fndicatton. where appropriate, of the relevant passages 



Relevant to claim No. 
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claim 1 
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abstract 
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cannot be considered novel or cartnot be considered to 
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International application No. 
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1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, Including this cover sheet. 

S This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). /' 

These annexes consist of a total of 2 sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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III 

IV 
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V 




VI 
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VII 
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VIII 





Date of submission of the demand 
25/04/2000 



Date of completion of this report 
20.12.2000 



Name and mailing address of the international 
preliminary examining authority: 
European Patent Office 

D-80298 Munich 
Tel +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Authorized officer 
Bradbrook, D 

Telephone No. +49 89 2399 7413 



Form PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/GB99/03235 



I. Basis f the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office n 
response to an invitation under Articie 14 are referred to in this report as "originaliy filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70. 17).): 

Description, pages: 

1-12 as originally filed 

Claims, No.: 

1 -1 2 with telefax of 04/1 2/2000 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
International preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished, 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 1 -3.6,7,1 0-1 2. 



because: 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 



□ the description, claims or drawings (indicate particular elements belovv) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



H the claims, or said claims Nos. 1-3,6,7,10-12 are so inadequately supported by the description that no 
meaningful opinion could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) Yes: Claims 4,5,8,9 

No: Claims 

Inventive step (IS) Yes: Claims 4,5,8,9 

No: Claims 

Industrial applicability (lA) Yes: Claims 4,5,8,9 
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2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
s e separate sheet 
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1 . The applicant's observations submitted with the amended claims have been 
considered in establishing this report. 

Section III 

2. Non-establishment of opinion 

The present invention is based on the finding that a 37kDa fragment is detected 
using the Ab4 EGFR antibody in samples from patients having bladder cancer. 
The fragment appears not to have been identified as a bona fide fragment of 
EGFR: this supposition seems to be based on its binding to the anti-EGFR Ab4 
antibody, but this alone is inconclusive. The specification shows no comparative 
analysis of samples with different antibodies for EGFR or other antigens and 
provides no information as to the specificity of the antibody. With respect to 
antibody cross-reactivity, it is insufficient to suggest that the antibody is specific for 
EGFR merely because the peptide sequence to which it binds has no homology 
with other human proteins: antibody binding is more than a simple function of the 
amino acid sequence of a polypeptide. 

In the present case, the fragment is characterized only by its size and binding to 
Ab4, neither of which features is sufficient on its own to properly define the 
fragment of interest. Thus, in claims 1-3, 6, 7 and 10-12, the fragment is not 
properly defined so that the scope of said claims is wider than is justified by the 
description (Article 6 PCT). 

Section V 

3. Reference is made to the following documents: 

D1 : US-A-4 933 294 (Waterfield et al., 12.07.90); 

D2: WO-A-92 21771 (Triton Diagnostics Inc.; 10.12.92). 

4. D1 discloses a method of detecting abnormalities in mammalian growth by 
correlation with the presence of a truncated epidermal growth factor receptor 
having a portion of its amino terminus deleted. The deleted, portion preferably 
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contains the growth factor binding domain and represents about 500 amino acid 
residues (see claims). The remaining fragment would not correspond to that of the 
present invention. 

D2 discloses methods of diagnosing neoplastic disease, including bladder and 
prostate cancers, by detecting in a body fluid the ectodomain of EGFR, having a 
molecular weight of 90-1 15 kDa (claims 1 and 7). 

5. Present claims 4, 5, 8 and 9 appear to be novel and inventive (Article 33(2) and 
(3) PCT), as none of the available prior art documents, taken either alone or in 
combination, discloses the fragment of the present invention as a marker for 
bladder cancer or prostate cancer. 

Section VIII 

6. The feature "A marker for bladder cancer to which claim 1 is directed, is a 
functional feature and leaves the reader in doubt as to the exact nature of the 
subject-matter being claimed, thereby rendering the definition of the subject- 
matter of said claim unclear (Article 6 PCT). 

7. Should the present application enter the national or regional phase, the Ab4 
antibody may not be considered to have been sufficiently disclosed, as there 
appears to be no reference to a certificate of deposition or equivalent 
documentation for said antibody. Reference to a commercial supplier and 
catalogue number is insufficient to unambiguously identify the antibody. 
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1 CLAIMS 

2 

3 1. A marker for bladder cancer, prostate cancer or 

4 xirinary infection, the marker consisting a 3 7KDa 

5 fragment of EGFR. 
6 

7 2 . A method for the diagnosis of first presentation 

8 or recurrence of bladder cancer, the method 

9 consisting of the detection of a 37KDa fragment of 
10 EGFR in a urine sample. 

11 

12 3. A method as claimed in claim 2 wherein the 

13 presence of the 37KDa EGFR fragment is detected 

14 using an antibody. 
15 

1^ ^- A method as claimed in claim 2 or claim 3 wherein 
the presence of 37KDa EGFR fragment is detected 

18 using antibody Ab4 EGFR available from Oncogene 

19 Science, Inc. 
20 

21 5. The use of antibody Ab4 EGFR in a test to detect 

^2 presence of 37KDa EGFR fragment in urine as a 

23 diagnostic test for bladder cancer. 
24 

25 6. A method for the diagnosis of prostate cancer, the 

2^ method comprising the detection of a 3 7KDa 
fragment of EGFR in a urine sample. 

28 

2 9 7, A method as claimed in claim 6 wherein the 

^0 presence of the 3 7KDa EGFR fragment is detected 

31 using an antibody. 

32 

33 8. A method as claimed in claim 6 or claim 7 wherein 

34 the presence of 37KDa EGFR fragment is detected 
using antibody Ab4 EGFR available from Oncogene 

36 Science, Inc. 
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K The use of antibody Ab4 EGFR in a test to detect 
the presence of 3 7KDa EGFR fragment in urine as a 
diagnostic test for prostate cancer. 

0. A method for the diagnosis of bladder cancer, 
and/or prostate cancer and/or urinary infection, 
the method comprising a test for the presence of a 
3 7KDa fragment of EGFR in a urine sample. 

1. A method as claimed in any of claims 2 to 4 and 7 
to 10 in the form of a dip-stick test. 

2. The use of antibodies to the 37KDa fragment of 
EGFR in the diagnosis of urinary infection, 
bladder cancer and prostate cancer. 
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